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Solid-phase methods
• The solid-phase synthesis of a Ψ[CH2NH] peptide was achieved without
epimerisation by the reductive amination of a peptidyl aldehyde with a resin-bound
aminopeptide (Gros et al., Tetrahedron, 1999, 55(40), 11833-11842).
• A convenient solid-phase synthesis of highly-substituted 2,4-dioxopiperidines has
been reported (Chai and Murray, Tetrahedron Lett., 1999, 40(40), 7185-7188).
• A simple and selective method for the iodination of solid-phase supported phenols
using bis(pyridine)iodonium (I) tetrafluoroborate has been used in the
functionalisation of dermorphin (Arsequell et al., Tetrahedron Lett., 1999, 40(40),
7279-7282).
• Toluenesulphonyl radicals have been successfully added to solid-supported alkenes
and alkynes to give bromo-sulphonyl products (Caddick et al., Tetrahedron Lett.,
1999, 40(40), 7285-7288).
• The ε-amino group of lysine has been transformed to a hydroxy group in a three-
step process whilst the amino acid was attached to solid-phase (Bonnet et al,
Tetrahedron Lett., 1999, 40(41), 7315-7318).
• Two linear peptides have been prepared on solid-phase by the attachment through
a backbone amide linker (Bourne et al., Tetrahedron Lett., 1999, 40(40), 7271-
7274).
• A novel versatile fluorescence-labelling technique using activated esters on solid-
support has been developed (Chang and Schultz, Bioorg. Med. Chem. Lett., 1999,
9(17), 2479-2482)
Solution-phase synthesis
• Libraries of 2-alkylthiobenzimidazoles have been prepared from
fluoronitrobenzenes attached to soluble polyethyleneglycol polymer support (Yeh
and Sun, Tetrahedron Lett., 1999, 40(40), 7247-7250).
Library applications
• Libraries of phosphine-containing peptides have been synthesised and screened for
their ability to catalyse asymmetric hydrogenations (Gilbertson and Wang,
Tetrahedron, 1999, 55(39), 11609-11618).
• Rapid parallel synthesis and computational chemistry has been use to optimise the
activity of potent non-peptide neuropeptide Y-1 receptor antagonists (Siegel et al.,
Tetrahedron, 1999, 55(39), 11619-11639).
• Using solid-phase Mitsunobu chemistry, amine functionalisation and parallel
purification, a diverse library of benzothiophenes were prepared and used to
develop the SAR of thrombin inhibitors (Johnson et al., Tetrahedron, 1999,
55(39), 11641-11652).
• A new method for the enrichment of potent ligands from combinatorial mixtures
using size-exclusion chromatography has been applied to the discovery of
peroxisome proliferator activator receptor (PPARγ) ligands (Davis et al.,
Tetrahedron, 1999, 55(39), 11653-11667).
• The solid-phase synthesis of highly substituted thiophenes and their use in the
identification of novel phosphodiesterase-4 inhibitors has been reported (Han et al.,
Tetrahedron, 1999, 55(39), 11669-11685).
• DNA-binding compounds have been selected through multistage molecular
evolution that uses multi-equilibrium combinatorial chemistry of imine formation
and transition metal chelation (Klekota and Miller, Tetrahedron, 1999, 55(39),
11687-11697).
• A solid-phase synthetic protocol has been developed that allows the parallel
synthesis, encoding and selection of nickel (II) and palladium (II) olefin-
polymerisation catalysts (Boussie et al., Tetrahedron, 1999, 55(39), 11699-
11710).
• Oligomeric synthetic receptors for tripeptides have been constructed from a set of
novel eta- and theta-amino acids. Screening against an encoded combinatorial
tripeptide library has revealed new receptor motifs (Ryan and Still, Bioorg. Med.
Chem. Lett., 1999, 9(18), 2673-2678)
• Thirteen combinatorial libraries containing around 28,000 β-cyclodextrins prepared
in solution have given structures with phosphatase-like activity (Yu et al., Bioorg.
Med. Chem. Lett., 1999, 9(18), 2705-2710)
• Combinatorial chemistry has been used to identify a new potent inhibitor of
melanin biosynthesis. 792 amides were prepared in pools of four compounds
leading to an inhibitor of scytalone dehydratase with antifungal properties (Jennings
et al., Bioorg. Med. Chem. Lett., 1999, 9(17), 2509-2514).
• A library of peptoid N-substituted glycine trimers prepared on solid-phase has
generated novel antimicrobial compounds active against S. aureus and E. coli (Ng
et al., Bioorg. Med. Chem., 1999, 7(9), 1781-1785).
• A combinatorial library of 125 compounds prepared on solid-phase via the
tripeptide derivatisation of 1-azafagomine has been used to find novel inhibitors of
β-glycosidase (Lohse et al., Bioorg. Med. Chem., 1999, 7(9), 1965-1971).
